. Comparison of free energy between 2'-O-methyl RNA probes at 37 °C and 4 °C and corresponding isoenergetic probes at 37 °C as well as free energies of isoenergetic probes at alternative binding sites. 
.27 -9.82 -11.06 33-37 87-91 probes are nucleotides of the RNA target to which no probes can be designed to bind with sufficient free energies.
Predictions are based on published thermodynamic parameters (39, 40, 52, 57, 68, 69, 79) . (Table S2 ). Some cleavage sites are indicated by arrows. . The shown structure is predicted to fold at -33.9 kcal/mol (excluding free energy contribution from probe binding) by EFN2 and is the 11 th and 18 th lowest free energy structure when the nucleotides bound by probe 114 and probe 130, respectively, are forced to be single stranded and base pairs G95-C147 and U96-A146 are forced. Base pairs with probability higher than 95 and 99% are indicated by orange and red, respectively. Figures S6
